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CLL18/ MORAI trial

an International phase-Ill trial aiming to establish
Measurement Of Individual Residual Disease for Adjustment of treatment duration
to Improve outcomes In first-line treatment of CLL/SLL
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The primary endpoint Is the Investigator-assessed
progression-free survival (PFS). Secondary end-
points Include IwCLL response, MRD, overall survi-
val and safety parameters.

The CLL18/MOIRAI trial i1s designed to show both
superiority of MRD-guided Ven-Pirto over Ven-Obl

BACKGROUND:

The two major options for the first-line therapy of

chronic lymphocytic leukemia (CLL) are

* a continuous BTK Inhibitor treatment given as
long as possible for disease control or

CLL18

MOIRAI

B venetoclax
v obinutuzumab

B pirtobrutinib

* a venetoclax-based fixed-duration treatment, Y —— Arm A and over fixed duration Ven-Pirto.
which usually leads to deep responses and a SN S A — » Venetoclax/Obinutuzumab

fixed duration, 12 cycles

Treatment naive, C12 D28

all comer CLL/SLL

RESULTS:

treatment-free interval of several years.
There Is an Increased use of fixed-duration veneto-

clax-based regimens, such as venetoclax plus obi “rresp:f;ﬂtﬁ Dfdﬂmiss' ﬁrms lax/Pirtob b At the time of submission of this abstract, the
- | - aetors) —t—t—t | » venetoclax/Pirtobrutin CLL18 / MOIRAI protocol was approved by the
nutuzumab (12 cycles) or venetoclax plus ibrutinib factors) | m'mﬂ fixed duration, 15 cycles ant auth _t_P 13 of h Pf6 X JYy k
or acalabrutinib with/without Obinutuzumab (15 or Com|:ie_ en | altjh orities tp tho t'el I%llr ICIpatling
14 cycles). While these combination therapies are e BN treatment duration depending on [N Arm C countries. In the meantime, the trial was also appro-
more intense compared to monotherapies. the treat- S I I MRD results Venetoclax/Pirtobjrutinib ved In Italy and submitted to the authorities Switzer-
ment-free intervalpcarries advantagez in, terms of - “ cycle 15-36 MRD-guided 15-36 cycles land, Israel is also almost ready for submission.

The first patient was recruited on June 30" at the

guality of life, safety and costs.

AIMS:

To evaluate If a more Iindividualized approach Is be-
neficial in the context of time-limited therapy, we
have designed this pan-European, academic pha-
se Ill trial with three arms - two evaluating a fixed-
duration regimen and one evaluating a treatment
duration based on measurable residual disease
(MRD), using a treatment duration tailored to the
depth of remission.

METHODS:

The standard Arm A Is the established combination
of venetoclax and obinutuzumab (Ven-Obi 12 cycles
with a duration of 28 days, Obi only during cycles 1-
6). Arm B evaluates venetoclax plus pirtobrutinib
(Ven-Pirto) for 15 cycles (3 cycles pirtobrutinib mo-

Rules for treatment duration inarm C:

« stop if 2x uMRD (cutoff <10 by
flow in blood) with interval of 3
cycles + 12 weeks consolida-
tion after 2nd uMRD sample &
« only after cycles 15, 21 or 27

flow cytometry (blood)

uMRD =104
* MRD =104

» treatment beyond cycle 27 only
with a clear benefit for the indi- *
vidual pt (further decline in MRD !

MRED irrelevant for du-
ration of treatment

ST =staging every 12 weeks

(e.g. ST3 after cycle 9)

by at least one log) ST3

notherapy, followed by 12 cycles combined with ve-
netoclax). In Arm C, Ven-Pirto will be administered
for at least 15 and up to 36 cycles (as long as there
IS a deepening of response) until achievement of
undetectable MRD (UMRD). To facilitate the transfer
to clinical routine, MRD Is measured In peripheral
blood by multi-colour flow cytometry and with a
cut-off of 104. Two MRD assessments with an in-
terval of 12 weeks both documenting uMRD are

needed for a treatment discontinuation and treat-
ment will be continued for an additional 12 weeks
after the second uMRD result as a consolidation.
813 patients with previously untreated CLL/SLL
Irrespective of age, comorbidities or CLL risk-factors
will be recruited 1:1:1 to the three arms (271 each)
with a stratification according to TP53 deletion and/
or mutation, IGHV mutational status, type of disea-
se (CLLvs. SLL), and age.

University Hospital Cologne. As of September 10t
15 sites in Germany and one In Sweden are open
and thus far, 11 pts were recruited in the trial.

The estimated recruitment time of the 813 patients
In approx. 160 sites in 16 countries is 20 months.
Approximately 41 months after start of recruitment,
a sufficient number of PFS events shall be reached
for the primary endpoint analysis.

SUMMARY:

The CLL18/MOIRAI trial will address the question
whether an individualized, MRD-guided first-line
treatment with pirtobrutinib and venetoclax iImpro-
ves the outcome of patients with CLL/SLL compa-
red to fixed duration venetoclax with either obinutu-
zumab or pirtobrutinib.
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